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mmm 

o x-f x (aids ;«Httftft7±M«) B\ khft«^!>07 (HI 

v%5 0 x^xjftMtbt, set, a»»B**ig«*i % xd^t— eng^j^fg 

-SCfcCfcoT, fPM^*-XA©M^S^*s<;^;i/^t:^tT*|g«jK:^ffl 
U «fcDa*fc*^*x©»3l*»**c4:aJTjge So tt£tt v |fc&«»«;^g 

&*>t>tMtLXs #t¥7- 5 0 8 9 9 7 KttttK**«ff*B*fl-C» -5 
7$XS?> (3TC) 2:»ttS«it«l»«IB«»'eft« { [ (^>X#*1*-\/ 
2 --<;]/) *^*]>*y} -5-r^*;i/-6-r;i/*;j/-2- (1 h) 

-WVJ >*-Z£<Dmtet)*1fi. "*fe N #*3F7-5 o 8 9 9 8CB N 
lit?illli^57^j;> (3TC) fc#ttK*%«Vff«H**f'C 
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& -5 1 l-^^D7Dlf;i/-5, 1 l-ytHD-4-^;i/-6H-^k?'J K 
[3, 3-b ; 21, 31-e] [1, 4]^T-fe*tT> - 6 - 1 
ififflmZtiT^Zo ZOm^%, »i2.0 00-503986, WO 98/20 
8 8 8. ftmW- 11-507632. 1 1-508884, 9-5 

5 0 7 8-5 9fe£K«x h 4 »*«&«&£©*fi#£t>*#08>3*<* ft 

(A Z T) fc7;7^> (3TC) ©£$^ fc* ri > tT>7V 7#±r|5£ tlTV> So 
*mW\t, 5$ (I) : A-C (=0) -CH=C (OH) — B (5£fK Attfi 

u-^stttift^Mutt J;v>T';-;i/-ea&^o fits a* &v/$.tz&B 
#g&£ixTUT& .tow > h*-;i/- 3 -4 »T'&zm-&%m< 0 ) T*^$ti-5 

-£©&«£&«&£> -fife© 1 «»JK±©t*l' h D )Vzm&®W*®.fr&t>-&T& 
20 •S-I-Si:, £tvS»©3£a<J#*©in;i' b d <7-r ;i/*?S&£SvM£Ji3$lU£a\ x Jan 
&JH£IB31-f £ c ££jlttibfc i &©-e;&'5o 

fip-fe, *»Wtt-oo-«M«J: t.Tx a (I) : A-C ( = 0) - CH = C (O 
H) -B (^<K A£ < fctfBttBuf3£l^^&3) T->S£ft3to^tK ^©S 

f;fc, 5$ (I) tf^nsft^ft, ^©S^tttt. ?®7DH7^, 
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5 ©fc&©g|il£8!}ig-f *fc©©, A (I) 7?55*n*fls^* % ^©S^USi*:, 
*©rn|t5.y^ *©S3IU:»FS.3ii*«u *fctt*©*Jfc*i*K ^cfclFflfc© 
ia»6l±©$isi' h n»j7^;i/^fg^tig©^ffl^^«f 
Sfc, a (I) T?w$ft,*fl3£*K *©:S£Jlttfcx ?(57DF79^ ^-© 

•> w /u * k © m^t> * t ii f a o 

15 

(1) 5£ (I) :A-C (=0) -CH = C (OH) -B (sS*. Attg 

20 *»B»*tiTv%T*J:v%-f>F-^-3— fA-e**»^*Hi<. ) ***** 

(2) StbhD»-f/l/^iStt»fItf % 5£ (I) T?w*tl*-ttS^*, -£©5 
25 f»7Dp5^, *©«*±»S**l*S. *fett*©**MDfci: 

©#fflfc«fciK *BJg$&^£^ii-3fc©-e&;5±s3 (l) B«©ttl' h d 
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(3) si/ h D-j;-f /i^sttfcjctfx -OTV^—emmM&ft-ofois v 
D>w;i/xtSMS-e&a±ia (l) (2) ettoffii/ hn^^;M« 

(4) gtl/hDH7^;MStKI^ tK»$2fr£5&SIB33!, 

5 Ifeflilli, ^iV/$feB7nr7- eHMTJJfe*±83 (1) ~ (3) 
© V^ T ft £ IB® © in V b D << A * ffijfttts 

(5) ffiv h n*-f V Y7*J>* J>*V>>, 

tT>> Zf7i?>, vXZfVys T/iilVjTs tJ7*V4Ts tJ7*V4 

10 77.KI/>^ hD^^/^>, A77t'J>, TIBCK ^;i/t7'J>, UC 

7 8 1, ^-•y-f ;k **:M^$r<f /k y h^tf^ ;k -f y^j ^->>V ;k 

KNI- 2 7 2 . VX-4 7 8, VB-1 9026, B I L A — 

2 011-BS, A-77003. A-80987, DMP-323, £ iV/ 
£fcfcfcXM- 4 5 0T&3±I3 ( 1 ) ~ (4) Ol\-f tlfrCiSmcDftl' hD^-l' 
15 ^XlfififctK 

(6) fiuhn«>V^jSttMi«s 

>. A/7 if y > N * ■ktf/^fcfcfc*^? *-e**±sa( l ) 

(7) a (i) T-^£ft*fti§ri&©A#g&£ftTivTfc£^:7 u;k g 

±13 (l) ~ (6) ©^-irftfrfc:faf&©in;i' hD!>^^ffl<Si»> 

(8) :£ (I) -em2ftZfc-&%}<DA& 5-(4-7;^D^>^)77>- 

25 2-oi/T-&D> B*s i^[i,2,4] h UT^-;v-3--<;n:*fe^±ia (1) ~ (7) © 

(9) >D«W;P*#b h&-&*±>W;i/X-t:&3±f3 (1) ~ (8) 
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(10) tti/ h d *^;i/;*M®jSC©#i;u h d >7-Y ;i/^Stt*±^$-B-^ 

iSi4£*-TSs Si (I) : A-C ( = 0) -CH = C (OH) -B (S*, Att 

(11) 5* (I) : A-C ( = 0) -CH = C (OH) -B (5$*, Afct 
tt-taitFJSEfttk i><fcIFfl!i© lWRfiU:© trill/ h n«7-f 

(12) v v v*4A,zm%i&<Dmm, vm, ztzitftm^motztbom 

m-ZmmtZtztb®, S (I) :A-C ( = 0) -CH = C (OH) -B 
£iT,3<ftj-£-#K ?©I^iK, ?©7Dp7y^ ^©Migjiatg^ftsii. 
H@©1®#fti&BJ! 
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hh\ mmms. (ng/mi) fc&*>u zma, mm®m (hm 2 %) ^t>t 0 
%mzmMt%tcit>Gr>m&<?)BM 

#28S8KM£tl3 5£ (I) :A-C (=0) -CH=C (OH) -B 
5 i D7'J-;^^}^cttg^$nTV^T^,J:v^TU-;^•e^5o fib, AS^tf/* 

fcttBASS^$nTV^-C%«tV^1'>^•-;^-3->f;^•e$,-5^§|^< o ) 
^iX^-fb^tHi, HD^;u (HIV, HTLV, SIV, FIV&£) © 

0 «rfca (I) T^$ft*<fl3£fe©A#B&$ftTV\Tfc«fc^7 g&^ft 
T^T*> £ £ttg&£ftT^T * .fcVMf » B#g& 

Tv>Tfc<tvMf ^fc{ig^^l^ttTv^T^,<kv^^^-y-^';;^-efe^^^s 
> £&ictt v S; (I) T-^$n5-fb^©A*s.5-(4-7;i/^-D^>s;;i,) 7 7 >_ 
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^y-^-2 --f ;k ^ 5^vf^;v_ 4 _^ ;V ) s t^y-i;^ (flit a* tf^y 
i?5y-/i/- 3 -<f ;k tT5 y— 4 s hUTv/'J 

* («^.«, [1, 2, 4] fU7V-Jl/-l-^K 4 if- [1, 2, 
4] M)7^-4-f;K 1J5T-C1, 2, 4] h y 7>y— 3 --f > 
rh7^9^ (M^Hs lff-fb7^-;v-l--f;K 2 H-y- \ => y-/i/- 
2--OK 1 H-9- Y ?V-J)/- 5 2ff-rh7^-A-5-f;i/) , 

;fr*-y-yy;i/ («*a % #*-y-y-;i/-2 ;k **-!*y— *-4— f * % # 
5 N -f y^tt^»J/v (0§xJ4\ ^vt^»/-;v-3- 
-f/K -fv^-^tV-;^4-'f^ v^dfi?-x;-;i/- 5-w ;v) % 3^yy 

* 77\r-fr- 2 -^;k 5FT\z-;i/-4--f ;k ^7^-5. 

-4--f;w -fvw-^-BM*) s ^yi?;i/ (flua^ try$>>-2- 
-ok try^>-3-^;K tr y vv- 4 N ku^j?^ (0S;ii4\ ^ 
y^y>-3 tijfj?>-4-f*) , (Mx.it, i;y* 

5>>-2— r/K try SS»-4— f/K tiny>-5-f;i/), 77^* 

r-rvTyy* WZiz, [i,3,4]^TS?ry-;i/-2-w;i/) , tw^jyy^ 

(0S;U4\ [1,3,41-^^^7^-^-2-^^) &if#3M:f£,tl£o 

mftiz 1 - 4<i^tr 5 ~ 8 g(D%mM&, 1 ~ 4®<z> 6 m(D%mmmmm* u< 

f8^fD7>J-;i/j irbTtt, «it«x ^>^/7 y;b («jttt, [b] 
77>-2--f^ ^>y [b] 77>-3-f;K ^>y [b] 77>-4- 
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-f/K [b] 77>-5-f;K t>y* [b] 77>-6->f^ ^>y 

Cb] 7;7>-7--OlO x ^>vf^i-;v ^ > y [ b ] ^^7i> 

-2--OK [b] f* 73 :>-3-'f;K -tyy [b] ?*?*y-4 

->f;K -<>y [b ] ^y^y-s-^w [b] M7x> _ 6 _^ 

5 ;K *Oy* [b] ^7x>-7-^f) , 'OZJSiWOJV («*tt, ^> 
X-f £*V--*-l--f/l, % ^>X>f *^vf-;i,_ 2 ^>X^ 5^V-- 

15 -fy^.;>-i-^^ ^V + ;'j>-3-^K y * 

y»;>-4-^f;K -fv*7 V >-5-^f;K V *y y- 6 -4 ;k -TV* 
^u>-7-^;k ^v*;ij>-8-^i.) s ^>;>j^ s/>y 

6->OK i/>y i;>- 7 -^;k fW^-SH*) % **y*y* (00* 
20 « % **yu >-2-^;k *±yy>-4-^/K ^y.j>. 5 -^ ;K ^ 

W-)\> («AH X +y^r^U >- 2 -- f/K *7 ^-y-U >- 5 -^f;K 

/K l, io-7xt>iD>j=;K -f y.-f > F y ;k ih-^>^;ij;k $ 
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Mta («x.h, k »H<it 7^ 

SMtLTIt «*Bx tro^, iitotf**/, y\D^> (F s CI, B 
r, I) % «I^D7A** CF 3 x CH 2 CF 3 fcif) N &&7to* 

10 ;i/ (0J;i«, -fV7D^ s tert-7*^;i/*^) % fiaT^^r 

(09x.fc£, * bZ-i", yuHTs*^, zfY^i/i&lZ) N &1RTto*to* 

15 ^ f*5/:&/H?r:/K ^ b ^ * >Hx tJ? ^ tert-7* 

(0S;t«> ^A75A 1^7?/, ^^f^7?y %Z) , Ti> Y s 7? 

OtoftZ) s AfD7'J-> («*« % ITU3>/K '7 tf*ft£) \ ^D7iJ- 
20 to&1&Tto*to t?=M;;w£if) % insnti>t*J:^7';-Aft« 

7 »-;Hg»r ^>^;v**^&ir) „ TV-to&®.r 

to*toT* % 3,7V, >fyj, 7A tFD^ 

7-5 ***;tk m^Tto^to^ (0JS.au p<^;v^^&if) % *;wt* 

r^xb£^7»~)uzfr*-to (mix, *<>-e>zto*-to. 2-vto*> 
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)],#-)], (MZlt. 7±?)\, s rDM:iK 
-OK p - h ^^--T >»U. ^D-\**>;i/£;i, % &WlT 

N 5C:-Z 1 -Z»-Z«-Ri (55+, Zi*J:VZ»l4*ft 

fi«7^*l/>, «»7^er=i/> % -CH (OH) - S - s -SO 
-S0 2 -, -S0 2 NH- N -NHS0 2 - N - 0- N -NH-, -NHC 
0-, -CONH-, -C (=0) -0-, -O-C (=0) - N *&fcJt-C0 

15 y— ;k B& $ tix vnt 4> «t v> £ DT;mp-;Ps tt&£ftT^T*> iv^>^ d t- 
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i'* ntf*?-;i/fc ft *o #£L<fct. 3 ~ 6 ©3M*T;i>*;i,as 

i/^D7oi;;K S/*d:/?-;k s^p^>^;k $fc|±i/^D^*i/ 

i"i/^D7J^^;h B\ ±|3 r*/^ dt;i/+;i/j fc l^@3:;fcl±^tlJ^^±©- 
M^££?-S|&f^i& 3 ~ 8 ©3f #7-;i^^;i/g^;& *K 1->>^D7 
P^>-l--f;K 2-i'^D7n^> - l — 1 -i/^? D7f >- 1 --f 
/K 2 D f=r^- 1 --f /K 1 -V9 P^>x>- 1 --f/U„ 2-^£P 

^>x>-i--i';k 3 D ^>^>- l — f ;k l -i/^ n^^-fe >- l 

--f/K 2 -Sy*P^*Hz>- 1 ->OK 3 ~^P^*-fe>- 1 1 - 
Sy^7 da^t > - 1 - ^ ;k 2 -5/^ p^rr^v- l ;k 3 - n^ir? 1 
>- 1 -'OK 4-J'^0a7t>-1 --f ;i/£if#3M:f 6»n^o L<\i, 
8tM&3 ~ 6 (DmtfiT frtr-fr r>^ l-j/^n/D^>-l-^;K 2- 
J'^D7n^>-l-^, 1 -i/#u y^> - 1 - -OK 2 o 7t>- 

1- -OK 1 -i/^a^.>x>- 1 --f ;K 2-->^D^>r>-l--f jk 3 
- i/^ d^>x >- 1 --f ;K 1 p^s*-fc>- l -*OK 2—>^p^* 

3 -tr^ y S?;k 4-t^ys?;v££) % ^;i/*y-;i, 

2- ^e;I/^U~;k 3 U -;i/^Jf) n tf d y (m%.&^ l-trny 
=/K 2-lfDy=;K 3-kdij-;k 4-Kn»JsA, 5 - tfp y „ 

n 
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;i>fc£) > w ^*vy-,i, 1 -4 §^^ u -^; 2 _^ sy^y -, K 

hHD7 7>-3-^),j;^^K«^, 1, 4 2 - 
W;t>&if) , **W-T-)\, (fl^HU i, 4-**y-?T>-2-'{ ;k 1, 
4 -;t*-y-^:r>- 3 , rh7h FnK7=A («*HU rl>7t 
FDt7>-2-f;K rh7bh-DK7>-3-{JK rF7tHnt 7 >- 

b?^>)^;w 4 -\f^v s?;i/&£) s ^;i/*yy, t^i;^ (WJ.hu 2- 
3 -^e;i/* y - ^) > \z^\)*j; s K'sy s?/i/ 2 
-tr^yy;K a-t^yy*, 4 -tr^ y s>»fcif) N en y -;u 
l-t:ny=* N 2-tnUz;K 3-Kd»J=/k 4-tTny=;i, N 

, trnyyn^ 1 - trti y 

3-KDijj?-^^) N >f^>;ij-^ 2- 

HU 2 - ^;i/&i?) fcif#^l:f$>*i,3 0 

5$ (I) :A-C (=0) -CH = C (OH) -B (5$^ Aifc.fctf 
BHsugBtHmaT^^) -e7x$tl2>fti-&®t UTB, PCT/JP99/07101 fcfBf&£ 

a-i) l-[lW-(4-7;^D^>j;^)if7>;-*-H;i/]-3-t h*n*^-3-(i#- 
[1,2,4] h 'J7^-;w ;i/)-7n^y > 

(1-2) l-[4-(4-7^74-D^>^;i/)7^>-2-^;| / ]-3-t J? p * *-3-(l*-[l,2,4] h V 
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(1-3) l-[5-(4-7 ;W a ^>^;v)7 5 >-2-^ M-3-k h* n *^-3-(2#-t- h^y 
-;i/-5--f;i/)-7DA;> 

(1-4) 3-b HD^j/-l-(5-7ir;i,ft77>-2-'f^)-3-(li?-[l,2 ) 4] h U TV -A 

(1-5) l-(5-^>-Jf>^;i/*n;i/ 7 7>-2-^;i/)-3-t K D * ^>-3-(l/Hl,2,4] |> 1)7 
^/-;i/-3-^;i/)-rD-?.y > 

(1-6) l-(5-n-7f;i/7 7>-2-^ ;i/)-3-fc K a *S/-3-(l#-[l,2,4] K >J 7vf-^-3- 
■i ^)-7DA7 > 

(1-7) l-[5-(4-7;i/^-a^>^;i/)^7j-7x>-2-W;i/]-3-t K d *>>-3-(lJHl,2,4] 
h U 7* V— ;i>-3-> f ;i/)-^D^y > 

0-8) l-(5-n-:/^;i/:7 v >-2--f ;i/)-3-t K n ^>-3-(2#-^ h 7 l/— /1/-5-- f 

a-9) l-[5-(4-7 n y ;i( ) 7 7 > -3->f ;H-3- 1 K a *i>-3-(ljHl,2,4] H U 
7^;-;i/-3--f;i/)-7DA7> 

0-10) l-[5-(4-7;i/^-D^>^;i/)tfn-;i/-2-^;i']-3-t H D*$/-3-(l#- 

[1,2,4] h ij7»;- ;i/-3— f;i/)-7 , D^y > 

a-H) l-[3-(4-771/^-D^>^;i/)7 v >-2-f;i/]-3-t KD^-^-3-(2Jf-^ h 7 V - 

a-12) l-[3-(4-^;i/7j-D^>s;;i/)77>-2-i';i/]-3-t FD^r^-3-(lJf-[l,2,4] h 
'J7 v ;-^-3-^;i/)-7D^7> 

(1-13) i-[4-(4-7;i/*D'<>j;;i')77>-HjH-3-b h* d*^-3-(uhi,2,4] 1- 

i ;7 , ;-^-3--f^)-7D^; > 

a-14) l-[2J?-2-(4-7;i/^-D^>^;i/)f 7 s ;-*-3-f;H-3-t KD^^>-3-(2i^7 i 
h 5 ^-5 — f ;i/)-7*D^.y > 

a-15) l-[[4-(4-7;i/^-D^>i?;i/)-i-^t h^r^^^;Htrn— ;i/-3— f ;i/]-3-b 
KD*$/-3-(liF-[l,2,4] h VTV-A>-Z-<i)\,)-7x\s\; > 

(1-16) l-[5-(4-7;^DA>y;i/)7 7>-2-fM-3-k KD^^-d^El^^] js 
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7v*-;v-3-f;i/)-7D^; > 
a-17) l-[[4-(4-7;i/3TD^>$;;i/)-i-7'D b;i/]b D-;)/-W fl/]-3-fc H n ^ 
^-3-(liHl,2,4] h 'JT^/H-^/i/J-rn^y > 

(1-18) l-[l,4-2;-(4-7;i/^-D^>^;i/)lf D-;|/-3-^;i/]-3-t KD=^>-3-(l#- 

[1,2,4] h UT^-;i/-3-^;i/)-7-D^y > 

a-19) H4-(4-7^tD'<>j;^)i;D-A-3^M-3-t FD + J/-3-(lff- 
[1,2,4] h ^-3— f ^l/J-T'D^.y > 

a-20) l-[2-(4-7;i/^-D^>i;;i/)7^>-3->f ;i/]-3-b H D *^-3-(2iHr h7^;- 

a-21) l-[[l—<>-fe*>^;i/7*r:;i/-4-(2-7 i^^ac^^JJif D ";l/-3-W ;i>]~ 
3-fc Ka^>-3-(2J5Hr h^"J-)V-5-J > 

(1-22) 3-t K D^r^-l-[(4-(2-7oL^;i/ai^;V))tD-;i/-3-^;i/]-3-(2^-7 i h 
a-23) l-[[l-^>^;i/-4-(2-*;i/^^r^tr=:;i/)]ifD-;v-2-i';i/]-3-t hd + 

^-3-(lJ5F-[l,2,4] h iJ7^-/l/-3--f ;H-7D^; > 

(1-24) l-[[l-^>^;i/-4-(2-A;i/^^-> tr^;i/)]b o-;i/-3-^;i/]-3-t hd + 
^-3-(10-[l,2,4] h VTV-Jl-3--[ ;W-70^; > 

(1-25) l-[2-(4-7;WD^>J?^)77>-3->f;i/]-3-t Y D * ->-3-(lfr [1,2,4] h 
l J7 > ;-;i/-3-f/W-7 , DA>' > 

0-26) l-[l-(4-7/V*D'<>i;/V)tn-W/H-3-t b'D+i/-3-(2^r h 

(1-27) l-[2-(4-7;i/^D^>^;i/)^>\;^^-7^>-3-r;i/]-3-t KD^i/-3-(lff- 
[1,2,4] f ')7>;-*-3-f/P)-7n^y> 

(1-28) l-[2-(4-7;b^n^> $/;i/)^>^^ 7 > -3--f ;i/ ]-3- b K D * */ -3-(lJ?- 
[1,2,4] h >;7';-/W*)-7D^y > 

(1-29) l-[(M>^^-5-AM + ^)tD-;i/-3-^;i/]-3-t h* n * *>-3-(l 
£1,2,4] h l)Tl/-;i/-3— < )\?)-7U^; > 
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(1-30) l-[(l-^>^;v-5-x h^i/*;i/^-;i/)^n-;i/-3--i';v]-3-t po*^- 
3-(l#-[l,2,4] h 'J7y-^-3--f;i/)-/D^y > 

(1-31) l-[[l-A>i?;i/-5-(2-A;^^>>t-;i,)]tn-jW;H-3-t F D * 
3/-3-(lJHl,2,4]> iJTy-^-H^l-T-D^i/ 

a-32) l-tl-(4- 7;i/^-n^>i?;i/) if 0-^-2-^ ;i/]-3-t F D * i/ -3-(l#- 
[1,2,4] b iJ7V-;v-3-f jV)-7D^y > 

(1-33) l-[l-(4-7;^D^>y;H^D-WM-3-k FD+J/-3-(2if-T h 

(1-34) >-£ ;i/ 7 * -;n? n -;i/-3--f >)-3- 1 F d * >>-3-(l#- 

[1,2,4] h U7 /l/-3--f ^)-7D^; > 

a-35) l-[2-(4-7;i/3j-n^>i>;i/)^>vT75 >-3— f ;i/]-3-h F D ^>-3-(2J3^ h 
7 , /-;v-5-^;i/)-7n^>' > 

a-36) l-(2^>^;K>y7 7 >-3-f ;i/)-3-t fD^>>-3-(2Jf-f h 7 y-;i/-5- 
;i/)-Tn^y > 

(1-37) l-[(l— <>Hf >7;i/7^-^;i/-4-ji^;i/)ifD-;i/-3-'f ;i/]-3-t Fd*^- 
3-(2frf h 7 l/-;V-5--f ;k)-7D^7 > 

(1-38) l-(l-oi!;n^n-ji/-3-f^)-3-t Kn^F ^-3-(l^[l,2,4] h y T'J- 
;i/-3--f ;i/)-7*n^7 > 

(1-39) l-[[l-^>i?;i/-5-(2-7< h^r^*;i/^^;i/ai^;i/)]bfa-;i/-3-'f ;i/]-3- 
t Ko^r«>-3-(2F-7 i b7^-;i/-W;v)-7D^7 > 

(1-40) l-[[l-^>y;i/-5-(2-7< h^>7j;i/^^;i/tr-;i/)]tf n -;i/-3->f ;i/]-3- 
t KD^r^>-3-(25-7 x b7^-;H--f;i/)-7DV > 

(1-41) l-Kl-'OS^-B-x h *^*7l/*--;i/)£n-;i,-3-^;i/]-3-t: Kd^j^- 
3-(2ff-r- h 7 V/— *-5-f ;H"7D^/ > 

a-42) l-[(l-^>^;i/-5-n-7*^;i/)t!D-;i/-3-f ;i/]-3-t pD^i/-3-(2^x h 

7V-;i/-s-^)-7"o^;v 

(1-43) l-[(l-^>^;i/-5-n-7*nlf;i/)trD-;V-3-l';i/]-3-t F D^>>-3-(2J! L 7 i 
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a-44) l-(l-^>^;HfD-;i,-3-W^)-3-t H d*^-3-(22F? h 5 

(1-46) <>-fe->x»7*r^en-;i,-3-^i,)-3-b h'D^i/-3-(2^f h 

(1-46) l-[5-(4-7;^D'<>y;v)77>-2-^H-3-t Kn*^-3-(^>; 
2--f;i/)-7'D^.y > 

(1-47) l-[5-(4-7;i/^o-<>i;;i/) 7 7>-2-^;v]-3-t KD^i/-3-(tf 
-2--<;i/)-7D^;> 

10 (1-48) 3-(5-7j;i/7}?^^^.; y > _2-^^)_ 1 _ [5 _ (4 _ 7 ^ ;tD ^ >$;;l/):7 _ > 2 _ 
-fJH-3-th'D4^-7D<;> 

(1-49) 3-(4-* >) i? >-2-^ ;i/ )-l-[5-(4-7 D^>y;i,)7^-2- 

-f/H-3-fc Kn^j/-7D^y > 

a-50) l-[2-(4-7;i/^D^>^;i,)^^i ? - v r-;i / -5-^^ ] _ 3 _ t> . D ^ i/ _3_ ( ^ lJ 
15 >-2— f ;i/)-7"D^,y > 

a-51) l-[2-(4-7;i/^D-<>i;>)^^-y-x;_; l/ -5_^ ;1/] _ 3 _ t Kn*i/-3-(bry 
5 ^>-2-f;i/)-7-D^y > 

#fc^ a-16) l-[5-(4-7;^D^>s;;i,)77>-2-^;H-3-th'D^^-3. 
(l#-[l,2,4]h VT9-JV~3-^ JV)-yu^y 

20 

5S (I) X-mZtlZfo&%)\t, 5£: -CH = C (OH) — ?m2tizmz£ v% 
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9 9 oh o 



'B 



(1) 




itmmt** 05x«. s (i) tw$ti5^W7us^tfD^s/s$t 

5 LT^£iI£-fc}: N 7i/;H (0Jx«, *;i/*;K 7--b^;K :/Dtf;fr-;K 
**y^OK -7«>n-f;K st/i/^M/K ^T-d^k Xvxj)],, 7 $ \) u 

10 m- h;v^-r;i/ N p-WV;fr-f;K i/>:*-^;K l-t7h^f, 2-t7F 
15 -fb-&^*^^^ii*f 

m. mm. v>m, 7 9 mi^ mm, m 
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S»x ?^>M, 7?-;H, 7H>8, n/\^^ N **>*;>*>^ 

S">A£if©T;i># U^JlSfettT^* V±M&m<DMft ¥*mwz zt&x-g 

5 S„ 

5£ (I) -zr^^tis-fb^-^o^ftfei: itlt ^x.«, **n®f ( l zkfttu 

»xm&y>mj fcs^nso 09*^ 5g£E&3s©giii?c#-f Susan 

15 g.p l 2 o, gp 4 ii§©^7^ PTtD^) „ ^^(r#<frs >>-f 

& zvm&nmmm ft mzG+z? hftizbtins h d ^ 

2o ttMca^sn*, 

sjiiiiiiiii, ^>f^7-Hfifa % 
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MTTT-sHr^ttTfE C 60 ft#l 0 //mol/ml ttTfife^fit h <fe;g 

CCR 5&#t8li; LTfc)\ TAK- 7 7 9 *s^{f fetl^o 
TAK- 7 7 9«u 5$ : 



-ezn^il^ft-a-^^fet). WO 99/33976 £i§^$ftT ^-5 o 

'ttMiSfiineifli: Itiiy (AZTK (dd I) % 

(ddCK ^^7^> (d4T) x (3TC) s ~7 j\ 

19 




WO 01/96329 PCT/JP01/04887 
j]?JT (ABC) % f J 7 *V *rJ7*V4T *JV 7u )\,tt.¥tfi1g 
*JY7*J> (Zidovudine) \t, 5£ : 




S>1»^S?>B. US 4,724,232 fcB«©#iSTf«» U ^fflna^gj, 
*J?Ji/> (Didanosine) tt x 5fc : 




10 ^>li, US 4,861,759 N W087/01283 t^f^Jitl^. 

•if;!/^* (Zalcitabine) li % 5£ : 




;i/i/^bT>tt N US 4,879,277s W087/01283 £|§^£ftTU3o 
15 T^ffVy (Stavudine) tt, 5£ : 
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■e7r;$ns-fb^-%-cfe^o aa>:73»tt % bp 398230 ca^stix^*. 

7 5. > (Lamivudine) fi, 5$ : 



>T-&* 0 757^>li, BP 0,382,526 C^^^tv-C^So 
7/^^-f 7 (Abacavir) ttu 5$ : 



•Cw**t*fl3.^»TJftSo 7Vt*?*7H\ *0«RIfcbts §if§£*VC^.5o 
©1§, t < ttttRttj: LT^ffl-TS Ci:#T'£-5o TK-tl*t4 Tfct, BP 434450 
7; 7*«?-f 7(Tenofovir)fcj\ 5$: 
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t!;i/) 7'7 ; ->-e^^o f;7*f^7lt US 5, 733,788, WO 94/03467 
J 7 * *5 4 T yy/D + i/* (Tenofovir disoproxil) li, 5£ : 




^©tfj^Hu (R)-[[2-(6-7U-9H-7';>.9^,/V).l. 

p(^;i/)3i^^;i/T*fe?>o f^t^-fT yv7 , D^f>>;Hix ?®77ji/8IJ: 
bT, ffiftZtlT^Zo *ftW\Z3S^T$>, *rJ7*V4T ^V7D^»/M 4 

m-rzLzt&X'gZo TS7*v-i7 yvrn+^Mi, os 5,922,695 cgg^ 



Dt7>f h , i77t:v>y, hn>i7-f;i/^>, i77t'j>, tibo, 

^;VtT7>;>, UC 7 8 1 £>tt-5o 
*fcT7tf> (Nevirapine) I*. 5$: 




-^Tn^n^-fb-^tJ-efe-So ^tr^trxi, ep 429987 c us* £*it<^3, 

X7«?a:/l/$?> (Delavirdine) i±, 3; : 



22 



WO 01/96329 



PCT/JP01/04887 



CH 3 S0 2 NH. 




H 



-2-*;i/^^;i/]-4-[3-(l-^^;i/ai^;i/T ^ y )-2-f i/*>-e&* 0 

a»fe«HfflM : RESCRIPTOR (7:7^3 >*t) fcfflV*6ftTV*S. *S§ 

WO 91/09849 £|§j5s£ tlX^ 
.x § £ U > (Emivirine) tiu 5$ : 



V7D^V^7^1/t$5, x;tij>tt, EP 420763 fcHiSSflT^ So 
nt7-f h* (Lovixide) 3, : 



* ) 7 5. y ]-2,6-^ ^DD-O^^T-fehT^H-r-SSo Dt^^Htt, EP 
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0,538,301 £H^£*lT^6o 



ai7ybri^>^ (Efavirenz) li N 5£ : 



a 




H 



5 ifz;v)-l,4-i;t h*a-4-( h U 7;i/*D^^;i/)-2H-3,l-^> x /dp-tJ-^>-2-^- 
>T*$»So x.7 7-tfl/>y|;J\ WO 94/0344(K EP 582455 Ci^^tlt e 
hD"?-f;i/JJ> (Trovirdine) 1^ 



tifi-ZZZo h UVH >ViS>&. WO 93/03022 £gg^£ft-CV>5 0 



^^-;i/i5 1 ;v)-i-(4-tru ^-;v^^;i/)-iH--f $*v-;i/-2-**y — ;i/ ft;^ 
^-hffe^o *^C*^T^ A77t'J>^ *©«ILtfF«SJi*ttU £ 

24 




H 



H 




15 T*^$ft.Sftl^-e&!K *©ft^£« 5-[(3,5-^^OD7xr;i/)ft]-4-(l- 
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KU>ttx WO 96/10019 Kfl^ftTV^, 
TIBOtt, 5$ : 

H 



T-^ti-Mb-S-tJT-fc !k *®<(b^£y\ (+)-s-4 ) 5 ) 6 ) 7-ff7th , n-s-^^v 

5 -6-(3-^^;i/-2-^^-;i/)-f 5^ V(4,5,l-jk)(l t 4)-' <W^7-t?tf>-2(lH) 
ft^tfeSo T I B O&n BP 384522 C^SftTV^o 
^;Hf7'J> (Talviraline, HBY097) fcfc. S : 

•v 

A 

T?^£ft&'(b-£-$|-efc-&o */Hf-?U>B:* BP 509398 £^$ftT^£, 
10 U C 7 8 1 tt, 5$ : 



rrV 




■e^^tl5'fb-&t|-C-&-5o UC7 8 1&, W0 97/19940 KLMffiZtlT^Zo 

H I V7d f7 — SfBUlJH 2: UTtts ■tf-^-r^tf-r*. ^-^^ y 

15 h?-*V;K >7 I -f -J-tf-OK KNI- 2 7 2, Dtt^i7, VX- 4 7 8, 
VB-19026, BILA-2011-BS, A-77003, A-8098 
7 S DMP- 3 2 3. XM-4 5 0*^ftfU5, 
D- * -f -f V << )V (Saquinavir) tt s Si : 
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T* ft 3 flj *K ^©fb^£fci:, N-tert-^"^;!/-^* t K P-2-[2(R)-t 
KD^>-4-7 ^-;i/-3(S)-{[N-(2-+^ U;i/*;i/7}t-;i/)-L-T^/l7^n;i,]T 
$ ,/ ]^;H-(4aS,8aS)--f U >-3(S)-*;i/tf*^7 * Ft$«o if*:*-? 

*©**>X^*>M Cj.HjjN.OjCH^jS 766.96) hit, rfcSS 

gng^IOH I V7Df7-fl|| : INVIRASE (DyS^ft) 

feti-C^-So ^fgHjfcjfc^T fc. -y-^-f ^-^^ ;Wi, ^(DM.M±%f&gtiZ>tM s 

%o i-V-i US 5,196,438 {dUS^ftTU-So 




l?w$n^^b^tJT-fe ZVit^Zte. [3S-[2(2S*,3S , ),3ar,4a^,8a/?]]-N- 

t F0-2-[2-t H n 3r i>-3-[(3-t h*D^->-2-^f 

Kt:fc3o •£©;<* >*;i/*>^il (^-^g 663.90) £ b 

miE^PS-^ffi©HI V^D^T-HffflM^^I : j§££ VIRACEPT (T^n 
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*Cfc#-CS* 0 Ji-VMZ^ WO 95/09843 J; US 5,484,926 (en** $ 

fix V>&o 

U (Ritonavir) fc£ N 55 : 




•CwSftSfc^fct, *<Dfl3*:gtt N [5S-(5E*,8E*,10R»,llR»)]-10-t pn*^- 
2-^ ^;i/-5-(i-p< ^;i/jl^1/)-i-[2-(1-^ ?n>^?-fr)-4-?-TV ;i/]-3,6-^;r 
.*y-8,10-i;^(7i = ^^*).2 J 4 ) 7,l2.f r^Tif h U^*>-13-t K D * 

(»?5t C lt H H H,0,S l 720.95) 
» r*»?-f ;M3\ *<D*x.>mmt Ut. miS^OS-^fflOH I V7D^T-4f 
M39 : ftfl« NORVIR (T^y-btt) fc«^ feftr^*. JMBWfcfc^r*. 

UT^ffll-^C £ 0 U h*?-f/UfcU WO 94/14436 ft if £gg^£ 

* >^-f *#-f ;i/ (Indinavir) fct, Si: 




Tfw*n*fc*4fcT« N *<Mb#£ii, [l(lS,2R),5(S)]-2,3,5- r U^^-H- 
aS-^ t K D -2-fc * d * ^-lH-f >^>-W ;i/)-5-[2-{[(l,l-$M * /n*- 
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X*)V)-l>-x. VZU-sO h >75 p-CfcS. -T >x4 ;ni % * Oft Kg 

(C„H„B,0, H,S0,^fi 711.88) i: UT. rjJMP&-^ffi©H I V:/D:rT--e 
: CEIXIVAN (pOl^ft) £fflU*>ftT^3„ *^HJC £UT *k -f 

>5*^ ^-ef-r /ni, *©sai±HF«<*ft*«L ztm^omtvm, m&L<& 

MMI&tLT&mtZZtlfi-e'gZo -i -TV* /Hi, EP 541168 US 

5,413,999 Cii$ntU5. 
KNI - 2 7 2{i, a : 




T-^^tl^-fh^igj-e, ^©-fb^£«U (R)-N-tert-7 p ^;i/-3-[(2S,3S)-2-b KD^^> 
-3-[(R)-2-(5-^ v*y 'J;i/^*i/7-bf;i/)7^-3-^f;^t7Dyty^;i,]7 
5y-4-7x = /l/^^y^/H-l,3-^TV/';^>-4-*/l/^^tJ-* K"C*-«. *28BJ 
fc*lAT*K KNI- 2 7 2&, ^0^^±ffF^^tL^j® N ±£ig*©i?fc©g 
£ UtSfflt5:tA!fl5. KNI - 2 7 2 li. EP 574135 CiS^tltl^o 
Dlf^-^^T (Lopinavir, ABT-378) li. 5£ : 
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WO 97/21685 £§8*5 £tlT^3o 
VX-4 7 8H, 5*; : 



5 T-^^tt^-fb^-feT-fe Ox WO 94/05639 *lT In -5 0 fcafllfcfcV^ VX 

VB- 1 9 0 2 6lt iS: 



10 T-^^tl^-fb-^fe-efe-So VB- 1 9 0 2 6B\ WO 97/27180 Ki§^£ft-t V>£o 
B I L A- 2 0 1 1 -B Stt> 55 : 




-C^tl^-fb-S-tl-efe EP 560268 CH3f£ ft TV>.&„ 

A- 7 7 0 0 3 14. (2S,3R,4S,5S)-2 J 5-^-(H-((N-p<5 L ^)-N-((2-trU 
15 3-fr)T % J )i3)\,#-)lrt V 5 J )-3,4-i? t K D *S>-1,6-S> 7 * - ;i/ 
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^*-#->t-&*„ XftrnKS^-c, a — 7 7 o o 3 *<D$iM±m®znzi&, 

3Hzm*<Dmt(Di&tVTi>&mtZ>Zi:1fi~?:ZZ>o A-77003 8:, us 
5,142,056 Kr^g^tlTV^o 

A- 8 0 9 8 7 it. (2S,3R,5S)-2-(»-(N-((2-^l> h 
A«J -)V)TK J )-5-(N-(3-bT>J V-)),)* h*i/iJJl>#-)\>)7z.J )-l,6-i?y 
x-;v-3-tF0^i'A + t>-efe5o *!8fflCi5Ut, A-8 0 9 8 7lt ?® 

8 0 9 8 7 li % DS 5,354,866 £§15;£tlTU3o 



DMP-3 2 311, 5£: 




T-^£*l£-fb£tl^&!K WO 93/07128 £gg 5s £ftT^*o 
XM-4 5 Otts S : 




T-jF£ft£<fb-£$>-C& tK WO 93/07128 £H*£ tit V» Z o 
±13©*-?:*, X*7"^>. *tT^t!> N * 

iff So 
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-A/* HIV-1, HIV-2), t h 7$EBJ^3 Jfll^f ;V 

* (HTLV - l % HTLV-II) , F I V) % 

-f ***** tt*BS*ff o c 

>MBiH©*ti/ b a v-i jvxmi&ynzv h d t? << frxmmfc. 

v h a »>^/i/;3tfSfe*©»*©*»»fc UTfctfJSTfc*. 
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55 (I) : A-C ( = 0) -CH=C (OH) -B (55 + , A^J: 
bfc#oT. #*©W2&fi£#£*I£b b#-M#Ji:bTi§!4j-bTfc 

m<Dmm*#^x&*<D3i%)!$.fr*m* canto it* pwosixtfiiFi 
§11$ (arc) . mft&£%4bv>jmm (pgd oi^tpists^fii^ 

5. x^XUlfiMJ: bTli. HV-tiOt* x-fXif^ 
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tzumm, m-sm. mmm. mmm, mnmis^u^m.m^^<D^mmmmmM 

Afc b < ttSS^-tr^n-^&if, g^itfCti^f/H:^D-7, #;Vtf^> 

10 ;n? d 'J U'CttA^+i'^^i/t^n-^, 

^;Hr;i/n-^^- b ij a, ^vrv, T;i/^F >MJ- h 9 £A X #>^>5fcfcb 
< fit ? * U b y >>A&i:\ illSRffli: UTS***, ^f7'j>|Y« 
$">Afc b< ttv^Drf-;i/fe^^^{f e>ft*„ ^^!J<2>SSSi: bT tt##tffl!t N 

3 (I) 7!^£ft3rt;-g-tK i>«t^0tn;u hv><{ )\s*1S&®R%mm£ b 
Ma^oMB, ®fr. masit, 0. 0 5mg~30 
OOmg/BtfeDs jffJKttv 0. lmg~l 0 0 Omg/B, Mdttfc 
tt, 0. Olmg~lOOOmg/0, fflUtt, 0. 05mg~ 5 0 0 mg 
25 /B^fe^o _fcI3&4F«tt. 3K*!l&-&&4D4l* (SfcfctKttSI*) ©CD4fgttaB 
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^fiK«-^^n^tl N @PiS^XttO.O O5mg-3OOOmg/0 N jfJb<tt 
0. 0 lmg~l 0 0 0mg/B« ftSDttCttO.' 0 0 1 m g~ 1 0 0 0 m g 
/B. #£L<fctO. 0 0 5mg-v5.0 0mg/Btft5,t5i:i^lTS4t 

mmm 

WTfc*»lfi©*#« (5$ (I) TJw3ft*"fl3^»©»J6flk a (I) 

&t:»u<BiW"f s*^ #»iiiittcft&fciB£3ftsfc©T?fcj:*v%. 

5$; (I) T?j*«*il*flj-&4&fci\ PCT/JP99/07101 CIB«£tlT^ Soffit ft 

1 l-[5-(4-7;i/2|-D^>^;i/)7 7>-2-W;i/]-3-b K D3r^-3-(l#- 
[1,2,4] h u T'V^— ;v-3--f ;i/)-7n^; > ib-&fz>(l-i6) 
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(4) (5) fc£*J (1-1 6 ) 

(1) 2-7^ >*;i/^>^ (5.6 g, 50 mmol) £:fciSfc (Tetrahedron Letters, 1979, 
5, p469) ISicO^SCipCT 4-7^tD^VX7^rk r* (6.8 g, 55 mmol) £H 

. iS£-efc„ Mi-ef ?> n&figit-f y 7*d t;i/x-r 5-[[i-(4-7 
5 ;^o7i = ;i'H-tl ! D^5/]^^]-7 7V-2-i;^!t;>i (8.1 g, J& 
^ :69 % )&*§£„ m& : 139-140 *C (##) 

NMR(CDClj) 6 : 5.88(1H, s), 6.28(1H, d, J=3.6Hz), 7.07(2H, t, J=8.7Hz), 7.25(1H, 
d, J=3.6Hz), 7.39-7.44(2H, m). 

(2) ±IB<fb-£t> (4.72 g, 20 mmol) ZXffi (Tetrahedron, 1995, 51, pll043) 13 
10 *©-#ttfc*&x h'J^HDDj/7> (10.8 g, 100 mmol) b a $ <iti- h V 

A (15 g, 100 mmol) Tr^TE IsX, 5-(4-7 )\>* D ^ > 5? ;V )-7 5 >-2-# >^ 
(3.52 g, :80 % ) ^iillTffeo 

NMR(d|-MS0) 6: 4.05(2H, s), 6.31(1H, d, J=3.3Hz), 7. 12-7.18(3H, m), 7.27- 
7.32(2H, m), 12.9(1H, brs). 
15 (3) ±gB<fb£-$! (3.52 g, 16 mmol) £:SCi& (Bui l.Chem.Soc. Japan., 1974, 47, 
P1777) IBSSO^&CifSb. V \f V Vfr*?7.))/7 4 H (4.2 g, 19.2 mmol) tb'J7 
aix;i/j};X7 -f > (5.04 g, 19.2 mmol) fc^jS^ifS d h£ <fc t) . 5-(4-7;V^D^ 
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>^;K-7 7>-2-AM>t 2-hTU y/l/^-tf-Jtyiy/l/ (3.7 g, JR^ :77 X ) & 
mtzo M£ : 88-89 °C 

NMR(CDClj) <S : 4.04(2H, s), 6.15(1H, d, J=3.3Hz), 7.03(2H, t, J=8.7Hz), 7.22(1H, 
d, J=3.3Hz), 7.22-7.26(2H, m), 7.29-7.34(lH, m), 7.70-7.79(2H, m), 8.63-8.66(lH, 
6 m). 

(4) ±IB-fb-&fe (3.7 g, 12.4 mmo 1) ZXffi. (Bull. Chem.Soc. Japan. , 1974, 47, 
P1777) BS«5©£«£iPl^ ^^m^^A/Dn' THF (1 M, 14ml) t 

(2.7 g) 

10 NME(CDClj) 5: 2.43(3H, s), 4.01(2H, s), 6.10(1H, d, J=3.6Hz), 7.0K2H, t, 
J=9.0Hz), 7.10(1H, d, J=3.6Hz), 7. 18-7.23(2H, m). 

(5) ±B<b-&* (1.31 g, 6 mmol) © THF(18 ml) mmZft&Ls U^AtTX 
h U^^;i/i/'J;V7'^ F THF (1 M) (7.8 ml, 7.8 mmol) & -70~ 65 *C£« 
•££#S.fllT bfco &VN-t*£JS?££&4£ -10 *C^igfc, IV -70 u 

is i-b >;^;i/-uHi, 2,4-1- 'J7^;-;H-3-a;v#>k jc^i/i*^ (2.99 g, 7.8 

mmol) © THF(30 ml) &&£?i§Tbfco ££©£11 U $ & tc 1.5 

mmistco ®m*%&L, ®t>titz%myo&i>**v> (75 mi) t 

1 mol/dm J HC1(20 ml) Sftl*.* 80 "CT- 0.5 I$B8;bnf!ft> &#bfc« #V>-eMffiT^ 

&*£l/fco igi^i-TMCiiU 1 mol/dm J NaOH(6 ml) f 3 EJ 

ttffibfco UJiajmSi-x^T- 2 1 mol/dm 5 HC1 T?4»;fnU » 

25 $JHb-&$r (1.15 g, JK*T :61 %) £Hfc 0 B£ : 183-185 °C 
7Cfg#*r : C|,H„FN,0 3 i: It 

(%): C, 61.34; H, 3.86; N, 13.41; F, 6.06. 
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frffim (%): C, 61.22; H, 3.72; N, 13.41; F, 6.03. 

NMS(d,-DMS0) 6: 4.15(2H, s), 6.47(1H, d, J=3.3Hz), 6.93(1H, s), 7.17(2H, t, 
J=9.0Hz), 7.31-7.37(2H, m), 7.50(1H, d, J=3.3Hz), 8.70(1H, brs). 

5 2-51 

±I3Hi!£LT, ft^*(I-l)-(I-15K (I-17)~(I-51)^Sjllfeo 

^ft(I-l) 

m& : 203-206 v mmmmm : W?&*7P 

10 7tm^m : C l5 H„FN,0, t LX 

nWiM. (%): C, 57.51; H, 3.86; N, 22.35; F, 6.06. 
##ftt (%): C, 57.10; H, 3.89; N, 22.23; F, 5.79. 

NMR(d,-DMS0) 6: 5.39(2H, s), 6.92(1H, s), 7. 17-7.41(4H, m), 8.14(1H, s), 
8.66(1H, brs), 8.76(1H, s), 14.3(1H, brs). 
15 it^(l-Z) 

m& : 187-191 -c nnaf&m : mm^r* 

: C„H 1} FN 3 0i t LT 
lf#flt (%): C, 61.34; H, 3.86; N, 13.41; F, 6.06. 
frtfm (%): C, 61.08; H, 3.87; N, 13.72; F, 6.08. 
20 NMR(d|-DMS0) 6: 3.81(2H, s), 6.97(1H, s), 7.14(2H, t, J=9.0Hz), 7.30-7.35(2H, 
m), 7.45(1H, s), 7.92(1H, s), 8.75(1H, brs). 
fli^«(I-3) 

m& : 121-123 -c mmmmm 

yimfrtir : C„H„FH,0, t IT 

25 (%): C, 57.33; H, 3.53; N, 17.83; F, 6.04. 

&Vrte (%): C, 57.25; H, 3.58; N, 17.53; F, 5.81. 

NMR(d,-DMS0) 6: 4.16(2H, s), 6.51(1H, d, J=3.6Hz), 7.05(1H, s), 7,18(2H, t, 
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J=8.7Hz), 7.32-7.38(2H, m), 7.65(1H, d, J=3.6Hz). 

m& : 144-147 -c nf^mnm : ***** 

7imfttiT : C l$ H„Nj0jS 0.3 H,0 

tfgflt (%): C, 56.52; H, 3.67; N, 13.18; S, 10.06. 
ftVim (30: C 56.85; H, 3.71; N, 13.56; S, 9.48. 

NMR(d|-DMS0) <5 : 6.97(1H, s), 7.12(1H, d, J=3.6Hz), 7.30-7.44(5H 5 m), 7.65(1H, 
d, J=3.6Hz), 8.74(1H, brs). 

Hj£ : 207-210 V Wm^mB : Bm**Jl 
7G*##r : C 1S H U W,0 S S 1.2 fl,0 £ LX 
ff-gfit (%): C, 49.10; H, 3.68; N, 11.45; S, 8.74. 
##ffit (%): C, 48.84; H, 3.68; N, 11.67; S, 9.05. 

NMR(d.-DMSO) 6: 7.02(1H, s), 7.62-7.86(5H, m), 8.02-8.08(2B, m), 8.82(1H, 
brs). 

to^KI-6) 

m& : 72-73 v n^mmm 

Ttmftffi : C,jH 15 Nj0i 0.25 H,0 £ IT 
ffl-Uffi (%): C, 58.75; H, 5.88; N, 15.81. 
ftffiM (%): C, 58.10; H, 5.65; N, 15.81. 

NM(CDC1,) 6 : 0.96(3H, t, J=7.5Hz), 1.35-1.42(2H, m), 1.65-1.75(2H, a), 
2.74(2H, t, J=7.5Hz), 6.25(1H, d, J=3.6flz), 7.12(1H, s), 7.29(1H, d, 
J=3.6Hz).8.44(lH, s). 

-fb^fed-7) 

: 185-187 °C : 
7n^##f : C„H|,PN,0,S 0.3 H,0 £ It 

(%): C, 57.41; H, 3.79; N> 12.55; F, 5.68; S, 9.58. 

38 



WO 01/96329 



PCT/JP01/04887 



a*ffi (%): C, 57.58; H, 3.82; N, 12.77; F, 5.49; S, 9.31. 

NMR(d|-DMS0) 6: 4.25(2H, s), 7.04-7.40(6H, m), 7.98(lH,.d, J=3.8Hz), 8.77(1H, 

brs), 13.8UH, brs) 

fli-&*(I-8) 

5 : 124-125 °C JfftMJi : > 

7U^^«f : C„H„N,0, UT 
tUFtt (X): C, 54.96; H, 5.38; N, 21.36. 
##rffi (X): C, 55.02; H, 5.43; N, 21.09. 

NME(CDClj) 6: 0.95(3H, t, J=7.8Hz), 1.37-1.45(2H, m), 1.65-1. 73(2H, m), 
10 2.76(2H, t, J=7.8Hz), 6.30(1H, d, J=3.6Hz), 7.23(1H, s), 7.39(1H, d, 

J=3.6Hz). 

flS^*(I-9) 

: 176-179 -C 

7U«##r : CmH.jFNjOj £ hX 
15 UWm. (%): C, 61.34; H, 3.86; N, 13.41; F, 6.06. 

Aft®. (%): C, 61.19; H, 3.81; N, 13.52; F, 6.19. 

NME(d|-DMS0) 6: 4.03(2H, s), 6.62(1H, d, J=0.9Hz), 6.90(1H, s), 7.15(2H, 
t, J=9.0Hz), 7.29-7.34(2H, m), 8.60(1H, d, J=0.9Hz), 8.67(1H, brs). 
fc£fe(I-10) 
20 gfej£ : 180-183 *C 

7im-fttif : C,tH)jFN 4 0, 0.2 H,0 t VX 

(%): C, 60.83; H, 4.28; N, 17.74; F, 6.01. 
ftVtm (%): C, 60.61; H, 4.24; N, 17.61; F, 5.82. . 

NMR(d,-DMS0) 6: 3.97(2H, s), 6.04(lH,s), 6,89(1H, s), 7.01-7. 18(6H, m), 
25 8.72(1H, brs). 

: 171-174 -C mm^mm : 3i-^;v 

39 



WO 01/96329 



PCT/JPO 1/04887 



7tmfttt : C|jH|,FN 4 0j £ LX . 

frgfil (%): C, 57.33; H, 3.53; N, 17.86; F, 6.05. 

»«f« (X): C, 57.05; H, 3.61; N, 17.74; F, 5.82. 

NMR(d,-DMSO) 6 : 4.24(2H, s), 6.70(1H, d, J=1.8Hz), 7.09(1H, s), 7. 10-7. 17(2H, 
5 m), 7.32-7.37(2H, m), 8.04(1H, d, J=1.8Hz). 
^^t>(I-12) 

Witi : 221-223 °C : ^-r)l> 

TbMfttif : C„H„FNjOj t LT 

iffUS (%): C, 61.34; H, 3.86; N, 13.41; F, 6.06. 
10 ftffim (%): C, 61.04; H, 3.98; N, 13.28; F, 5.87. 

NMR(d ( -DMS0) 6 : 4.23(2H, s), 6.65(1H, d, J=1.8Hz), 7.03(1H, s), 7. 10-7. 16(2H, 
m), 7.31-7.36(2H, m), 7.97(1H, d, J=1.8Hz), 8.74(1H, brs), 14.7(1H, brs). 

-fb^^d-13) 

SU& : 217-220 °C W%i&®m : Mx*/|, 
15 7U*^«f : CmHuFNjOj t LX 

(X): C, 61.34; H, 3.86; N, 13.41; F, 6.06. 
#*r« (%): C, 61.19; H, 4.04; N, 13.16; F, 5.90. 

NMR(d,-DMS0) 6: 4.02(2H, s), 6.93(1H, s), 7.09(2H, t, J=9.0Hz), 7.25-7. 31(2H, 
m), 7.56(1H, s), 8.66(1H, brs), 8.80(1H, s). 
20 <fb-£-«r(I-14) 

M£ : 195-197 *C : 
Tumfttir : C H H„FN,O t t VX 

BtWm (%): C, 53.50; H, 3.53; N, 26.74; F, 6.04. 
ftffim (%): C, 53.65; H, 3.53; N, 26.71; F, 5.92. 
25 NMB(d,-DMS0) 6 : 5.79(2H, s), 7. 12-7.26(5H, m), 7.47(1H, d, J=2.1Hz), 7.74(1H, 
d, J=2.1Hz). 
ft*»(I-15) 
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WkM. : 189-191°C 

7tmftVr : CuHuFNjOj 0.2 C,H,0, £ UT 
strife (%): C, 60.38; H, 5.01; N, 14.98; F, 5.04. 
ftmOk (%): C, 60.53; H, 4.79; N, 14.71; F, 5.05. 
5 NMR(d.-DMSO) 6: 3.20(3H, s), 5.20(2H, s), 6.68(1H, s), 6.88(1H, s), 7.02- 
7.25(2H, m), 7.32-7.42(2H, m), 8.05(1H, brs), 8.75(1H, brs). 

<b£tKi-i7) 

Witi : 210-211 "C MUM : ^DD*W 
7bmftVf : C|,H„FN,0, tVX 
10 frgffi (%): C, 64.40; H, 5.40; N, 15.81; F, 5.36. 
«-*Mt (X): C, 64.28; H, 5.37; N, 15.61; F, 5.23. 

NMR(d,-DMS0) 6: 0.81(3H, t, J=7.2Hz), 1.60-l.82(2H, n), 3.68-3. 96(2H, m), 
4.05(2H, s), 6.57UH, d, J=1.8Hz), 6.80-7.36(4H, m), 7.91(1H, d, J=1.8Hz), 
8.57(1H, brs). 
15 <fb-£t>(I-18) 

MA : 166-168 -C : 
7G5it##r : C !3 H,,F,N,0j tLX 

WJH* (%): C, 65.71; H, 4.32; N, 13.33; F, 9.04. 
#*H6 (X): C, 65.82; H, 4.33; N, 13.03; F, 8.78. 
20 NMB(d|-DMS0) 6 : 4.03(2H, s), 5.10(2H, s), 6.65(111, s), 6.84(1H, s), 
7.00-7.40(8H, m), 8.04(1H, s), 8.58(1H, brs). 
•fc-^tKl-19) 

m& : 210-213 «c m^mm mm^jv-^v> 

7gH##t : C„H,jFN,0, 0.2 H,0, 0.2 C,H,0 t VX 

25 mmm (%)-. c, 60.59; h, 4.53; n, 17.23; f, 5.84. 

##Hfi (%):. C, 60.62; H, 4.45; N, 16.95; F, 5.69. 

NME(dj-DMSO) 6 : 4.07(2H, s), 6.59(1H, s), 6.87(1H, s), 7.02-7.11(2H, m), 
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7.16-7.30(2H, ■), 7.83(1H, s), 8.70(1H, brs), 11.5(1H, s), 14.6(1H, brs). 

*b£«5(l-20) 

Wlti : 150-153 : x— r;i/ 

7uJi?#flr : CuHnPMtO, IT 

5 fHHit (X): C, 57.33; H, 3.53; N, 17.83; F, 6.04. 

#f/fffi (%): C, 57.29; H, 3.72; N, 17.74; P, 5.84. 

NMR(CDClj) 6 : 4.40(2H, s), 6.75(1H, d, J=2.1Hz), 6.99(2H, t, J=8.7Hz), 7.01(1H, 

s), 7.24-7. 29(2H, m), 7.39(1H, d, J=2.1Hz). 

10 Wlti : 178-181 °C Btt&jgg : x-x» 
Ttmftffi : C„H„N s O,S tLX 

mnm (%): c, 58.79; h, 4.26; n, 15.58; s, 7.13. 

&ffim (%■): C, 59.24; H, 4.37; N, 15.75; S, 6.61. 

NMR(d.-DMSO) 6 : 2.81-2. 98(4H, m), 7. 11-7.30(7H, m), 7.68-7. 73(2H, m), 
15 7.80-7. 86(1H, m), 8.07-7.10(2H, m), 8.64(1H, d, J=2.4Hz), 
4b-&ft(I-22) 

Wl& : 228-230 *C : x-fr;i/ 

7G3?t##r : C„H ls N 5 0, 0.16 C,H,0, tbX 
frUfit (%): C, 61.46; H, 4.94; N, 21.96. 
20 ftffim (%): C, 61.74; H, 4.88; N, 21.67. 

NMR(d r DMS0) 6 : 2.84-3.02(4H, m), 6.74(1H, m), 7.04(1H, s), 7. 17-7.32(5H, m), 

7.96(1H, m), 11.6(1H, brs). 

ft£t>(I-23) 

: 215-218 °C I^gSI : *DD*;i,A 
25 7cHi##r : C„H„N 4 0, tLX 

{%): C, 62.63; H, 4.43; N, 15.38. 
(%): C, 62.29; H, 4.69; N, 15.11. 
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NMR(d,-DMS0) 6 : 5.19(2H, s), 6.25(1H, d, J=16.5Hz), 6.90(1H, s), 7.30-7.43(5H, 

m), 7.72(1H, s), 8. 12-8.22(2H, m), 8.62(1H, brs). 

-fb^fed-24) 

l&ti : 226-228 'C Wm^B : &m^r»-^*y> 
5 %mfrffi : C,,H„N 4 0, 0.1 C,H,0, t LX 

ttfttt (X): C, 62.44; H, 4.54; N, 15.01. 
ftVim (%): C, 62.06; H, 4.61; M, 14.82. 

NMR(d,-DMS0) 6 : 5.19(2H, s), 6.25(1H, d, J=16.2Hz), 6.90(1H, s), 7.28-7. 44(5H, 
m), 7.72(1H, s), 8.12-8.20(2H, m), 8.63(1H, brs). 
10 rt**KI-25) 

m& : 170-177 -c m&mmm Biif* 

Tcil^flr : C 1( H„FN 3 0j 0.1 H,0 t UT 
H"M (%): C, 60.99; H, 3.90; N, 13.34; F, 6.03. 
ftffim (%): C, 61.01; H, 4.07; N, 13.47; F, 5.99. 
15 NMR(d.-DMSO) 6 : 4.41(2H, s), 6.92(1H, s), 7.04(1H, d, J=1.8Hz), 7.14(2H, t, 
J=9.3Hz), 7.28-7.33(2H, m), 7.72(1H, d, J=1.8Hz), 8.70(1H, brs). 
<b£-«5(I-26) 
m& : 168-170 °C 

TbmftVi : C|,H u FN s 0, 0.6 H,0 t LX 
20 mWM (%): C, 53.75; H, 3.79; N, 20.90; F, 5.67. 
frffim (%): C, 53.83; H, 3.73; N, 21.20; F, 5.50. 

NMR(d|-DMS0) 6 : 5.20(2H, s), 6.68(1H, dd, J=3.0 , 1.8Hz), 6.96(1H, s), 
7.02-7.08(lH, s), 7.16-7.26(2H, m), 7.34-7.44(2H, m), 8.02-8. 08(1H, m). 
to'*»(I-27) 
25 B£ : 190-195 *C HtlSfilK : 
Ttmfrtir : C, 0 H l4 FNiO t S £ LT 

(%): C, 63.31; H, 3.72; N, 11.08; F, 5.01; S, 8.45. 

43 



WO 01/96329 



PCT/JPO 1/04887 



(%): C, 63.08; H, 3.82; N, 11.28; F, 4.84; S, 8.46. 
HMR(CDC1,) 6: 4.53(2H, s), 7.01(2H, t, J=8.7Hz), 7.11(1H, s), 7.26-7.48(4H, 
m), 7.75(1H, d, J=7.8Hz), 8.10(1H, d, J=7.5Hz), 8.43(1H, brs). 
<fbl^(I-28) 

5 Ife^ : 122-124 V : :c-^;i/-\*-y- > 

7cJl##f : C„H,(FNjOj 0.25 H,0 t IT 

(%): C, 65.30; H, 3.97; N, 11.42; F, 5.16. 
ftffim (%): C, 65.50; H, 3.99; M, 11.24; F, 4.99. 

NME(CDC1,) 6: 4.54(2H, s), 6.98-7.04(2H, m), 7.26(1H, s), 7.34-7.4l(4H, m), 
10 7.47-7.50(lH, m), 7.96-7.99(lH, m), 8.38(1H, s). 
fc£tKl-29) 
Mj£[ : 264-265 °C 
TC^^-tf : CnHnN^O, 0.3 H,0 tbt 
U-M (%): C, 59.40; H, 4.28; N, 16.30. 
15 ##fM (%): C, 59.21; H, 4.30; N, 16.20. 

NMR(d,-DMS0) 6: 5.63(2H, s), 6.95(1H, s), 7. 16-7.40(6H, m), 8.27(1H, d, 
J=1.8Hz),. 8.69(1H, brs), 12.8(1H, brs). 
^^t?(I-30) 
m& : 204-206 V 
20 TtfkWSi : C„H„N,0, t LX 

stMm (%): C, 62.29; H, 4.95; N, 15.29. 
##fH (%): C, 61.94; H, 5.03; N, 15.02. 

NME(d,-DMS0) 6: 1.24(3H, t, J=7.2Hz), 4.20(2H, q, J=7.2Hz) 5 5.61(2H, s), 
6.97(1H, s), 7.12-7.42(6H, e), 8.32(1H, s), 8.77(1H, s). 
25 ^^#7(1-31) 

^jS : 238-240 'C 

7C^##r : C„,H„H,0 4 0.4H,0 t LT 
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■M-M (X): C, 62.30; H, 4.91; N, 14.53. 
frVfM (%): C, 62.18; H, 4.74; N, 14.53. 

NMR(d.-DMSO) 6: 3.64(3H, s), 5.42(2H, s), 6.36(1H, d, J=15.9Hz), 6.95(1H, s), 
7.02-7.58(7H, m), 8.17(1H, s), 8.76(1H, s). 
6 fl3£*(I-32) 

m& : 170-173 -C miaa&mm : #8*^ 

TC^^-^f : CnHuFN.O, 0.2 HC1 h IT 
fj-gflt (%): C, 60.13; H, 4.16; H, 17.53; F, 5.94. 
frmm. (%): C, 60.21; H, 4.12; N, 17.41; F, 5.62. 
10 NMR(d,-DMS0) 6: 5.65(2H, s), 6.30-6.36(lH, m), 6.94(1H, m), 7.04-7.50(6H, m), 
8.65(1H, brs). 
^•^^(1-33) 
Wl& : 147-150 V 

7imfrtif : CuH^FNjO, 0.2 H,0 i; LX 
15 ff-gfit (%): C, 56.85; H, 3.94; N, 22.10; F, 6.00. 
##ff© (50: C, 56.68; H, 4.02; N, 22.47; F, 5.72. 

NMR(d.-DMSO) 6 : 5.65(2H, s), 6.37(1H, dd, J=3.0 , 2.7Hz), 7.05-7.20(5H, m), 

7.47-7.58(2H, m). 

fc£tKI-34) 

20 : 258-264 *C &&&&& : ?DD*M 

7Gll##f : CmHu^OjS tLX 

ff^fit (%): C, 52.32; H, 3.51; N, 16.27; S, 9.31. 
##fffi (%): C, 52.26; H, 3.60; N, 16.05; S, 9.22. 

NMR(d.-DMSO) <? : 6.85(1H, m), 7.03(1H, s), 7.53(1H, m), 7.67-7.74(2H, m), 
25 7.78-7.84(lH, m), 8.08-8. 15(2H, m), 8.37(1H, m), 8.65(1H, brs). 
ft-&®(I-35) 

IfejS : 164-168 °C : x.-<t)V-^*V> 
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7zmfrtfr : CuHuFN^j 0.2 C,H 10 O b. VX 

(%): C, 62.72; H, 3.99; N, 14.78; F, 5!oi. 
##f<I (%): C, 62.43; H, 3.74; N, 14.74; F, 4.76. 

NMR(CDC1,) 6: 4.53(211, s), 6.98-7.04(2H, m), 7.26(1H, s), 7.34-7. 41(4H, m), 
5 7.49-7.52(lH, m), 7.95-7.98(lH, e). 
ft-&t>(I-36) 

m& : 181-183 -c mm&mm : ?dd*m 

Tbmfrtif : Cj.Hn^O, 0.25 H,0 t VX 

(%): C, 65. 04; H, 4.17; N, 15.97. 
10 ftffim. (%): C, 65.02; H, 3.96; N, 16.10. 

NMR(d.-DMSO) 6: 4.61(2H, s), 7.17(111, s), 7.26-7.47(7H, 7.68-7. 70(1H, a), 

7.95-7. 98(1H, m). 

flS^4»(I-37) 

Bj£ : 178-180 *C BfgJIig^ : ITSx^ 
15 NMR(d.-DMSO) <5 : 1.19(3H, t, J=7.6Hz), 2.73(2H, qd, J=7.6 , 1.2Hz), 6. 96-7.04(2H, 
m), 7.48-7.78(3H, m), 7. 90-8.02(3H, m). 
fc£*|&(I-38) 
Mti : 216-217 'C 

7tMfrVr : C„H„N,0, 0.05 CHC1, 0.2 H,0 hLX 
20 (%): C, 63.44; H, 4.79; N, 18.44. 

frffiW. (%): C, 63.47; H, 4.79; N, 18.39. 

NMR(d,-DMS0) 6: 5.20(2H, s), 6.60-6.62(lH, m), 6.84(1H, s), 7.00-7.02(1H, m), 
7.29-7.40(5H, m), 7.92-7. 93(1H, m), 8.69(1H, brs), 14.6(1H, brs). 
-fb^d-39) 

25 m& : 178-180 °C : mm^^-^^>-^-^)V 

^MlM : C„H„NjO, tLX 
itWW. (%): G, 59.84; H, 5.02; N, 18.36. 
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(%): C, 59.38; H, 5.07; N, 18.03. 
NM(CDC1 3 ) 6 : 2.50-2.70(2H, m), 2.75-2.88(2H, m), 3.72(3H, s), 5.10(2H, s), 
6.48(1H, s), 6.95(1H, s), 7.02-7. 10(2H, m), 7.28-7.48(4H, s). 

-fb^^d-40) 

5 Mti : 223-225 °C : &Wt*-?-»-^*y-> 

7C^fl-^f : C„H 1T N s 0, 0.1 C 4 H,0, tLX 
M&m. (30: C, 60.03; H, 4.62; N, 18.04. 

(%): C, 60.26; H, 4.57; N, 17.91. 
NMR(d«-DMS0) 6: 3.66(3H, s), 5.48(2H, s), 6.49(1H, d, J=15.6Hz), 7.08(1H, s), 
10 7.10-7.60(7H, m), 8.30(1H, s). 

m& : 85-90 °c nm&mm mm*.?-* 

NMR(d,-DMS0) 6 : 1.36(3H, t, J=6.9Hz), 4.30(2H, q,J=6.9Hz), 5.62(2H, s), 
7.04(1H, s), 7.16-7.62(5H, m). 
15 -fb-^^(I-42) 

m& 118-120 °c n^^m : ^-^^-^v>-mm^^ 

7tMfrtir : Ci,Hj,Nj0, 0.2 C,H,0, t It 
ff-JIffi (%): C, 64.44; H, 6.17; N, 18.98. 
frtirB (%): C, 64.60; H, 6.02; M, 18.97. 
20 NMR(CDC1,) 6 : 0.91(3H, t, J=7.2Hz), 1.30-1.44(2H, m), 1.52-1. 68(2H, m), 
2.46(2H, t, J=7.2Hz), 5.09(2H, s), 6.50(1H, s), 7.04-7. 10(2H, m), 7.30-7.50(3H, 
at). 

<b£%(I-43) 

m& : 156-158 °c m&B®m : BWt*-* »-^*y> 

25 ytmftft : CuHnN.O, 0.1 C,H,0, tLX 

ffi-JUfi (%): C, 63.84; H, 5.77; If, 20.23. 
#mm (SO: C, 63.93; H, 5.76; N, 20.23. 
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NMR(d,-DMS0) 6: 0.89(3H, t, J=7.8Hz), 1.42-1.60(2H, m), 2.42(2H, t, J=7.8Hz), 
5.23(2H, s), 6.47(1H, s), 6.95(1H, s), 7. 10-7. 18(2H, ■), 7.26-7.40(3H, m), 
7.99(1H, s). 

5 m& : 188-189 *C Slg^SI : 
7zmftffi : C,jH,jN 5 0, 0.2 H,0 t LT 

(%): C, 60.27; H, 4.52; N, 23.43. 
#*ffii (%): C, 60.39; H, 4.51; N, 23.39. 

NME(d.-DMSO) 6 : 5.22(2H, s), 6.68-6.69(lH, m), 6.97(1H, s), 7.05(1H, m), 
10 7.31-7.40(5H, m), 8.06(1H, m). 
-fb^t»(I-45) 

M : 203-204 °C Wm^mM : 

Tcmftffi : CnHuNsO, S 0.75 H,0 h LT 

Wrmm (%): C, 46.86; H, 3.51; N, 19.52; F, 8.94. 
15 frffim (%): C, 47.22; H, 3.48; N, 19.32; F, 8.95. 

NMR(d.-DMSO) 6 : 6.89-6. 92(1H, m), 7.21(1H, s), 7.56-7.57(lH, m), 7.68-7. 73(2H, 

m), 7.80-7. 84(1H, m), 8.12-8.15(2H, m), 8.52-8.53(lH, m). 

<b^t»(I-46) 

: 84-85 °C mffi^k&M. : :t - 5r ;i/ -- s * > 
20 TG^fl-fcf : C„H„FN0, 0.2H,0 t LT 

TOffi (%): C, 69.80; H, 4.44; N, 4.28; F, 5.81. 

»*fH (%): C, 69.76; H, 4.34; N, 4.34; F, 5.73. 

NME(CDClj) 6 : 4.06(2H, s), 6.16(1H, d, J=3.3Hz), 7.03(2H, t, J=8.4Hz), 
7.20-7.30(3H, m), 7.32(1H, s), 7.40-7.48(111, m), 7.87(1H, dt, J=1.5, 7.5Hz), 
25 8.1K1H, d, J=7.5Hz), 8.68-8.74(lH, m). 
{b^t>0-47) 

WU& : 77-80 *C ft&&®m : B m^m-# D n A 
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Timftm : C.jH.jFNOj 0.2H,0 0.2C,H,0, 0.03CHC1 3 t UT 

(%): C, 64.78; H, 4.34; N, 8.02; F, 5.44. 
#*ffii (%): C, 65.04; H, 4.04; H, 7.77; F, 5.56. 

NMR(CDClj) 6 : 4.07(2H, s), 6.18(1H, d, J=3.2Hz), 7.03(2H, t, J=8.8Hz), 
5 7.18-7. 22(3H, a), 7.39(1H, s), 7.39(1H, t, J=4.8Hz), 8.92(2H, d, J=4.8Hz). 
fli^»(I-48) 

m& : 196-198 °C ff*Sil&& : W V 7V Vfrx.-rJV 

TzMfrffi : C„H„PH0, 0.2H,0 t LT 

fUfffl (%): C, 64.76; H, 3.91; N, 3.78; F, 5.12. 
10 ##f«l (%): C, 64.95; H, 3.73; N, 3.93; F, 4.99. 

NME(CDC1,) 6 : 4.08(2H, s), 6.18(1H, d, J=3.6Hz), 7.03(2H, t, J=9.0Hz), 

7.20-7. 32(3H, m), 7.37(1H, s), 8.20(1H, d, J=8.4Hz), 8.51(1H, dd, J=8.4, 1.8Hz), 

9.34(1H, brs). 

fls£*(I-49) 
15 7tmfrVT : C J0 H M FNOj t IT 

M& : 208-210 V MASK : -f yrn^i-f* 

stnm (%): C, 65.40; H, 3.84; N, 3.81; F, 5.17. 

##ftt (%): C, 65.14; H, 3.79; N, 3.90; F, 4.95. 

NMR(CDClj) 6 : 4.09(2H, s), 6.25(1H, d, J=3.6Hz), 7.03(2H, t, J=8.4Hz), 
20 -7.21-7. 32(3H, m), 7.65(1H, s), 7.96-8. 02(1H, m), 8.56(1H, brs), 8.85(1H, d, 
J=5.1Hz). 
fli£*(I-50) 

m& : 108-109 mm&mm : ssxf^.vrn^x-f^ 

7D*d«f : CuHuFNjO, IT 
25 fHlffi (%): C, 66.66; H, 4.04; N, 8.64; F, 5.86. 
#*rffi (%): C, 66.64; H, 3.96; N, 8.66; F, 5.59. 

NME(CDC1 : ) 6: 4.19(2H, s), 7.02-7.07(2H, m), 7.26-7.34(3H, m), 7.45-7.48UH, 
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m), 7.80(1H, s), 7.86-7.9K1H, m), 8.12(1H, d, J=7.8Hz), 8.72(1H, d, J=4.5Hz). 

<b£®(l-5i) 

m& : 97-100 -c m&§,mm mm^r^-^ v7Dt;n-r* 

Tbmftffi : CnHuFNjO, 0.4H,0 t IT 

stnm (%): C, 61.41; H, 3.88; N, 12.64; F, 5.71. 

ftffim (%): C, 61.76; H, 3.58; N, 12.21; F, 5.84. 

NMfi(d.-DHSO) 6 : 4.28(2H, s), 7. 15-7.21(3H, m), 7.36-7.40(2H, m), 7.64(1H, brs), 
8.11(111, brs), 8.98-9.02(2H, m). 

5£:A-C ( = 0) -CH = C (OH) -B (5£<K AiJ «fc VB &mU £ HO* 

*mw\z&m$tizih'&%>® Hiy-i en^ftffl^wTt^-rTy 

( 1 ) DNASi©IS 
7" ^>H7 ^>T#t«t; D^^tLfeWT^^DNA^, KTE /I5/77 
— &(ffl.f& : lOOmM KCl, ImM EDTA, lOmM Txis-J^® (pH 7.6)) 
^^^J;D, DNA m (2pmol/#l) Zfctf * -7 * h DNA &$(5pmol//zl) 

(SgDNASB^U) 

5'- Biotin-ACC CTT TTA GTC AGT GTG GAA AAT CTC TAG CAG T-3' 
3'- GAA AAT CAG TCA CAC CTT TTA GAG ATC GTC A-5' 

DNAi25>J) 

5'- TGA CCA AGG GCT AAT TCA CT-Dig-3' 
3'-Dig-ACT GGT TCC CGA TTA AGT GA -5' 

50 



WO 01/96329 



PCT/JP01/04887 



(2) mm* d c 50 m) 

Streptavidin (Vector Laboratories *tM) £ O.lM^^r-i (&/$ : 
90mM Na.CO,, lOmM NaHCO a ) fc&frU MM* 40/ig/mlCLfc. C©ti, 

& 50>ui Ay 7*1/- b ( NUNCttS) ©e7^;vcin^, 4 o CT—^^a^ © 

5 i^tfeoftW^i^t^tny??-^: 13.7mMNaCl, 0.27mMKCl, 
0.43mM Na 2 HPO<, 0.14mM KH,P0 4 ) t 2 ®i5fc#^ 1 % X^FA? ;V7 £^tt 

Sy>I/t9 7r--e2iaM, ggDNA&$ (2pmol///l) 50 ,ul£in;U 
IITn Ifif 30 ft?$mmtS1ktz'&, U >|/ts»7 2@, »^-C3RS* 

io •eim^jfb^o 

i»jK:±ia^^-eil^Ufe=&'>^;i/K:xAy 7 r-(II^:150mMMOPS(pH7.2), 
75mM MnCl 2 , 50mM 2-mercaptoethanol, 25% glycerol, 500/zg/ml bovine serum 
albumin -fraction V)12 juU $ — f f b DNA (5pmol///l) 1 /£l SI5^g7jc 32 # 
l*»6 8i»LfcRjB**4 5/zl440x.fco $e»(C=&->ai;Kc^-(b-&t»©DMSO 

15 igM 6 >u l fcinx. ^^-^-r 7n > b D-;i/(PC)fc ut©-7Jc;i/ttts dmso 6 

ju 1 ZtUZZo ifct-f te*}§$ (30pmol) 9 a 1 *iDx. ^ <S-&bfeo 

^rtf^ 7*3 > h D-;KNC) £ bT^^^^tli:. 20mMMOPS 
(pH7.2), 400mM potassium glutamate, ImM EDTA, 0.1% NP-40, 20% glycerol, 
ImM DTT, 4M urea) 9 H l*.lMz.tz* 
20 #71/-H 30 °CC lmffiJ ^i^- b«x SfKm&it-Cx 'J>l;iy7 

r-^2Hi^^b^o 7**7 7*-^&i»b)£fit$?:-f**>y-> 

(t^y Fab 7 7^^ > : ^- U >#-&^) £ 100 /z 30 *C 

•C imm&'&Z-&tc&, 0.05 % Tween20 4^trU >«Vty 77-f2|, >J > 
i;t»;7 7-?l|il, fiftft^ bfco 7AAD7t777*-Blft/ty 
25 77- (j&J$ : lOmM ;15zhD7xz;v*77i-h (Vector Laboratories 
SS), 5mM MgCl 2 , lOOmM NaCl, lOOmM Tris-^^(pH 9.5)) £ 150 ju 1 iDx.T 
30 °CT- 2^fP^SJ55^-&, lNNaOHgt 50 /z 1 ^AD^KlS £±&;fc&, £»7i 
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(OD405nm) fitT©H-»55fcfie^lBS4Efe*i&fe. 
( % ) = 100[1-{(C abs.- NC abs.) / (PC abs.- NC abs.)}] 
C abs. ; 4b£-t><D £ ^KDIR^g 
NC abs. : NC©lR^g 
PC abs. : PC©Mg 

ft* 50 2 j£<Di§g£:feUTs x |Ag/ml©M&T-|SM X % v y ng/ml 

©SS"CM^ Y%*%tl?tlvkirm, IC 60 (|ig/ml) = x-{(X-50)(x-y)/(X-Y)} i; 

|®^5 0 %Cffi^-r-5-fb^^@g (IC 60 ) £WT©3E 1 H^-fo it* 
2Hb£-% No.tt±IBK:&0i<z>4b£-fe No.£^f 0 



-fb^-ttNo. I C so (/xg/ml) 



1-3 


0.40 


1-11 


0.42 


1-12 


0.43 


1-16 


0.53 


1-17 


1.6 


1-19 


0.63 


1-20 


0.32 


1-21 


0.54 


1-22 


0.59 


1-25 


0.48 


1-29 


1.0 


1-46 


0.44 


1-47 


0.35 


1-50 


0.40 


1-51 


0.48 



SlVmac^J:^ SIVagm — fe* tftf 3 ffigft/B * ttT tmtT v .-fe 

( 1 ). Mblt-4»JB (2xl0«$ili§) HIV-1 (NL432ft:RT4xl0«cpm/nil) , HIV-2 
(RODttrRTSxlO'cpm/ml) x SIVmac (MAC239^:ET SxlO'cpm/ml), SIVagm (SA212 
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5 vmmm-ctgmtZo niv-muz®.? d-v-tt&s, p nl432 (40/zg)& u 

S'^ixac^iHBfc h7>77i^a > U 2-3Ba<OJfif.*±» (2ml) M8166 

MBdxio'ttjBOc*****. J£*tt(iox*MMSfti rpmi ism**), -c 

10ml tCLT, C0 3 'f >^ri^-^--C-37-CT*^*-r^o gMffflHflL l*bt« 

©HIV^-Ol^HS** : HIV-2 M8166$j|§(lxlO , ifflJ!&)£^?&;*-fr.5„ Jg 

*«(l(W1=B&«Jlil»*JlD RPMI 1640J$«J)> T'lOmlfcbT, C0 2 ^ >*3- - 

©SlVmac© "7 4 ;WiSS : SW480M& 25cm 2 7 v * 3 T 10%^j&JBjftM2llDMEM 
S»-C«*-r*o SIVmac*§?£447a->T-&3. pMA239 (40#g)& U >&#;i/ > 
">AfttIBCh7>^7si'i'H>^ 2-3B&©£H±?i (2ml) CEMX174 
*BlliS(lxlO')fc^Sfc;*-e*o &*tt(10X*H&JBJfiLill8Jia RPMI 1640»*K TUOml 

20 {cut, co,w >^j.^-^-t:-37°c-e«#r^o E«sisai^#x ^^u-raana* 

BfcSU ^©±it££€>fcx 0.45^m7^ ©SSIVmac^-f 

©SIVagm© «7 ^ : SW480iSlI§£25cm 2 75^3-5 lO^BSJBMiiinDMBM 

igifeT*i§#-f 3o SIVagmJifis&^D-y-efcSx pSA212 (40/zg)£ U >®7J;i/ > 
25 <j7Aa^SI»§K: b5>^7x^i/ 3 >U 2-30^©^H±m (2 ml) M8166 
jnjB(lxlO'»IS)C«!tS3**o &2tt(10%<H&JRjfc£«;bn RPMI 1640JgJlLK "C 
lOmlCLT. C0 2 -r >*a^-;5'--e37-Ct^it5„ 2B££K?Iji> UT$IJ&i: 
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(2) ZB3ijfr*#UT, f ^^Siit, £*tt(10X'N&«JliLjlt*Bfl] EPMI 
5 1640$%) 10«1C#3»*#*. 5#SM#Rbfc#*«ns^*(100jttl)*«iPL 

10 50mM Tris-HCl, pH 8.3a50mM KCK lOmM MgCl„0.lX Nonidet P-4(U0mM 

DTT(dithiothreitol),5^g/ml poly(rA), 5/ig/ml (dT)12-lM/zCi[3H] dTTP, t 
lO/ut \®V > ^-^-etnoo/z IK -r 3 „ 

1 . 96^^;U microplate, 3'>Jc;i/tl0/flcD-y->7 , ;i/^^ri-r^o (3MSiJ^) 
15 2. 4°CC^bfe±IB©g«9 «k<ig-ffT. 37^"^, 3^F^M 

3 . HiESm. T< fc*±"C#-fcU R&«*;W\-^X*-T-DEAE-filtermat 
CMfL 4.5 % Na 2 HP0 4 T*20#i:H 2 0T*10#^t-'5o 

20 5 . */>3-V — $ — 10ml £AftT\ ^-;i/-T^o 

6 . LKB Beta Plate scintillation spectroscopy (LKBtt)t? WfeT 2> 0 
7. 3»>x;i/©fli*¥*9 U 100{gbfc4ii£ cpm/ml 1" 3 „ 

(4) fa&fc'&wx-zx^tz^t; ^)\>*m%h b•c^ ^»^;v©«>-f 
S»s #*«fls^«©#«>-f-n/^S:»-r«50X«>-f ^/^K»«1||E (EC t0 ) &tmu • 
25 I2Cibfc 0 
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m.2 

EC„ ng/ml 





HIV-l NL432 


HIV-2 ROD 


SlVmac 


SlVagm 


1-16 


57 


35 


57 


44 




0.51. 


0.28 


0.35 


0.36 




6.1 


4.1 


3.4 


4.5 


7 5 


8.4 


22 


9.1 


22 



!2CStJ;ai:, -fb^I-16. V Y7*Jy, =y x ^y>^i^ HIV-l 

< % HIV-2, £ £> £SIVma<\ SlVagmtC $ BgflEOiSfrW ^XtS®*^?" 
5 »#fcfr* 0 i^o-Cx Si (I) ti Z> tZ*%W<Z>tn,ls hD>> 

• ^;^ffliftti, Hiv-i©^^?,T. hiv-2, siv©^^©^^Mi: bTfes 

*S8il£&/l£*iSft£t):fe &Vtft,y h q-)^;^SSM(D Fivew 

(1) 24<>o:;i/^^-hK:5^©|5g#f;Ufc^«^b^iiJ&WrSo MYA-l*fflfl§ 
(*3Ti?fflfla«) (4xlO J &lJjS ) FIV (TM-2|*:3000 cpm/well) £^inU 
^(lOX^ilJfil^^in RPMI 1640^flfe> 2/zg/ml polytrene, 100 unit/ml b ML-2. 
50^M2-mercaptoethanol)-e 1.5mlCbT, C0 2 -<>^ra.^.— ^— T?37°C-e^#f 

15 So 

©FIVTM-2«>^;i/XlSSS : FIV TM-2£ -f /I/* ^MYA-iaiS§(l x l0")t^^?*S o 
%mmiO%qrm!%MmmiSa RPMI 1640igS!k 2,ag/inl polybrene. 100 unit/ml t 
ML-2, 50>aM2-iaercaptoethanol), -eiOml^bt, C0 2 -f > ^f-j.^- £ — -£37*C 
•e«It2, 2-3B£££^<frL-tiailflSi:ig«t&C#{:i\ ififlSfcitigrfcftJgfl&lOml 
20 £4D*. ig«i^l*S„ @JRbfcS«{i, RT?£&£$|£U ?£«E0iS^fc©£ 

/j^fru -80°c-e«#t-s o 

(2) 2-3BCT£:CJg#±*ft£l*->:7>J ±*st>4'©'W ;i/^fi§RTTvfe 
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(3) 10B£©RT*SS#S>, «ttft^*asA^>T^&^i>^^*lOOXfc IT, & 
^x^cd-W ;t/*-g*>£> &«*ffl©50%*-< ;v*M«AE (EC S0 ) £ff^U ft 
3 tc 5^ U fco 
f 3 
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